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Paper No./Mail Date . 

7. 13 Examiner's Amendment/Comment 

8. □ Examiner's Statement of Reasons for Allowance 
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Art Unit: 1652 

EXAMINER'S AMENDMENT 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
February 19, 2009 has been entered. 

2. The Supplemental Amendment filed on April 27, 2009 has been received and 
entered. 

3. An Examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1 .312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

4. Authorization of this Examiner's amendment was given in a telephone interview 
with Ms. Susie Cheng on May 4, 2009. 

5. The Claims have been amended as follows: 

Please cancel claim 32 without prejudice. 
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1 . (Currently Amended) A modified plasminogen activator inhibitor type-1 
(PAI-1 ) molecule comprising [the] an amino acid sequence that is at least 95% 
identical to the amino acid sequence of SEQ ID NO:2, in which one or more amino acid 
residues are each substituted by an amino acid residue that contains a sulfhydryl group, 
such that one or more disulfide bridges are formed at a position selected from the group 
consisting of 31, 97, 192, 197, 347, and 355 of SEQ ID NO:2 , [and] wherein said 
modified PAI- 1 molecule has a half-life that is longer than the half-life of a 
corresponding wild-type PAI-1 molecule, and wherein said modified PAI-1 molecule 
inhibits urokinase plasminogen activator. 

2. (Currently Amended) The modified PAI-1 molecule of claim 1 A which has [an] 

a half-life of 3 hours, 6 hours, 10 hours, 20 hours, 50 hours, 60 hours, 70 hours, 90 
hours, 100 hours, 150 hours, 200 hours, 10 days, 12 days, 16 days, 30 days, or 60 
days. 

4. (Currently Amended) The modified PAI-1 molecule of claim 1 ^wherein said residue 
that contains a sulfhydryl group is cysteine. 



5. (Currently Amended) A modified plasminogen activator inhibitor type-1 
(PAI-1 ) molecule comprising the amino acid sequence of SEQ ID NO:2, [wherein] 
except for substitution by an amino acid residue that contains a sulfhydryl group at one 
or more [amino acid residues of SEQ ID NO:2 is substituted by an amino acid residue 
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that contains a sulfhydryl group at] of positions 31 , 97, 192, 197, 347, or 355 of SEQ ID 
NO:2 , wherein said modified PAI-1 molecule has a half-life that is longer than the half- 
life of a corresponding wild-type PAI-1 molecule, and wherein said modified PAI-1 
molecule inhibits urokinase plasminogen activator. 

6. (Currently Amended) A modified plasminogen activator inhibitor type-1 
(PAI- 1) molecule comprising the amino acid sequence of SEQ ID NO:2, [wherein] 
except for substitution by an amino acid residue that contains a sulfhydryl group at [one 
or more amino acid residues is substituted by an amino acid residue that contains a 
sulfhydryl group at] positions (i) 31 and 97 of SEQ ID NO:2 : (ii) 192 and 347 of SEQ ID 
NO:2 : (iii) 197 and 355 of SEQ ID NO:2 : (iv) 31, 97, 192, and 347 of SEQ ID NO:2 : (v) 
31, 97, 197, and 355 of SEQ ID NO:2: (vi) 192, 197, 347, and 355 of SEQ ID NO:2 : or 
(vii) 31, 97, 192, 197, 347, and 355 of SEQ ID NO:2 . [and] wherein said modified PAI-1 
molecule has a half-life that is longer than the half-life of a corresponding wild-type PAI- 
1 molecule, and wherein said modified PAI-1 molecule inhibits urokinase plasminogen 
activator. 



9. (Currently Amended) The modified PAI-1 molecule of claim 1^ wherein said molecule 
inhibits tissue plasminogen activator. 

10. (Currently Amended) The modified PAI-1 molecule of claim 'll wherein said 
molecule augments endogenous PAI-1 function. 
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1 1 . (Currently Amended) A method of producing a modified plasminogen 
activator inhibitor type-1 molecule said method comprising: 

(a) introducing into a cell a nucleic acid molecule encoding a modified PAI-1 
molecule comprising [the] an amino acid sequence that is at least 95% identical to the 
amino acid sequence of SEQ ID NO:2, in which one or more amino acid residues are 
each substituted by an amino acid residue that contains a sulfhydryl group, such that 
one or more disulfide bridges are formed at a position selected from the group 
consisting of 31, 97, 192, 197, 347, and 355 of SEQ ID NO:2 , [and] wherein said 
modified PAI-1 molecule has a half-life that is longer than the half-life of a 
corresponding wild-type PAI-1 molecule and wherein said modified PAI-1 molecule 
inhibits urokinase plasminogen activator; and 

(b) culturing the cell under conditions suitable for expression of the modified 
PAI-1 molecule. 

12. (Currently Amended) A method of producing a modified plasminogen activator 
inhibitor type- 1 (PAI- 1 ) molecule, said method comprising: 

(a) introducing into a cell a nucleic acid molecule encoding a modified PAI-1 
molecule said molecule comprising the amino acid sequence of SEQ ID NO:2, 
[wherein] except for substitution bv an amino acid residue that contains a sulfhvdrvl 
group [one or more amino acid residues of SEQ ID NO:2 are each substituted by an 
amino acid residue that contains a sulthydryl group] at positions 31, 97, 192, 197, 347, 
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[and] or 355 of SEQ ID NQ:2 , wherein said modified PAI-1 molecule has a half life that 
is longer than the half-life of a corresponding wild-type PAI-1 molecule, and wherein 
said modified PAI-1 molecule inhibits urokinase plasminogen activator; and 

(b) culturing the cell under conditions suitable for expression of the modified 
PAI-1 molecule. 



13. (Currently Amended) A method of producing a modified plasminogen 
activator inhibitor type-1 (PAI-1) molecule, said method comprising: 

(a) introducing into a cell a nucleic acid molecule encoding a modified PAI-1 
molecule, said molecule comprising the amino acid sequence of SEQ ID NO:2, [in 
which] except for substitution bv an amino acid residue that contains a sulfhvdrvl group 
[one or more amino acid residues are each substituted by an amino acid residue that 
contains a sulfhydryl group] at positions (i) 31 and 97; (ii) 192 and 347; (iii) 197 and 355; 
(iv) 31 , 97, 1 92, and 347; (v) 31 , 97, 1 97, and 355; (vi) 1 92, 1 97, 347, and 355; or (vii) 
31, 97, 192, 197, 347, and 355, [and] wherein said modified PAI-1 molecule has a half 
life that is longer than the half-life of a corresponding wild-type PAI-1 molecule, and 
wherein said modified PAI-1 molecule inhibits urokinase plasminogen activator; and 

(b) culturing the cell under conditions suitable for expression of the modified 



PAI-1 molecule. 
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1 5. (Currently Amended) A method of treating cancer in a subject in need thereof 
[suffering therefrom], said method comprising administering to [a] tine subject [in which 
such treatment is desired] an effective amount of the modified PAI-1 molecule of claim 
1. 



16. (Currently Amended) The method of claim 'Id,, wherein said cancer is selected from 
the group consisting of breast cancer, colon cancer, ovarian cancer, lung cancer, 
prostate cancer, melanoma, leukemia, lung cancer, skin cancer, pancreatic cancer, 
bladder cancer, sarcoma, and uterine cancer. 



21 . (Currently Amended) A method of treating urokinase plasminogen activator- 
mediated fibrinolysis in a subject in need thereof , said method comprising 
administering to [a] the subject [in which such treatment is desired] an effective amount 
of the modified PAI-1 molecule of claim 1. 

22. (Currently Amended) A method of treating tissue 

plasminogen activator-mediated fibrinolysis in a subject in need thereof , said method 
comprising administering to [a] the subject [in which such treatment is desired] an 
effective amount of the modified PAI-1 molecule of claim 1. 

23. (Currently Amended) A pharmaceutical composition comprising a therapeutically 
effective amount of the modified PAI- 1 molecule of claim 1[;] and a pharmaceutically 
acceptable carrier. 
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29. (Currently Amended) A modified plasminogen 

activator inhibitor type-1 ( PAI-1 ) molecule comprising the amino acid 
sequence of SEQ ID NO:2 [wherein] except for substitution by an amino acid residue 
that contains a sulfhvdrvl group [amino acid residues] at positions: (i) 31 and 97 of SEQ 
ID NO:2 ; (ii) 192 and 347 of SEQ ID NO:2 ; (iii) 197 and 355 of SEQ ID NO:2 ; (iv) 31, 97, 
192, and 347 of SEQ ID NO:2: (v) 31, 97, 197, and 355 of SEQ ID NO:2 : (vi) 192, 197, 
347 and 355 of SEQ ID NO:2 : or (vii) 31, 97, 192, 197, 347, and 355 of SEQ ID NO:2 . 
[are substituted with amino acid residues that contain a sulfhydryl group], wherein said 
modified PAI-1 molecule inhibits urokinase plasminogen activator. 

30. (Currently Amended) A method of producing a modified plasminogen 
activator inhibitor type-1 (PAI-1) molecule said method comprising: 

(a) introducing into a cell a nucleic acid molecule encoding the modified PAI-1 
molecule of claim 1; and 

(b) culturing the cell under conditions suitable for expression of the modified 
PAI-1 molecule. 

33. (Currently Amended) The [modififed] modified PAI-1 molecule of any one of claims 
1 , 5, [and] or 6, wherein the half-life is an in vivo half-life. 



EXAMINER'S COMMENTS 
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4. The restriction requirement of record has been withdrawn in part, rejoining 
method claims. 

5. Any comments considered necessary by applicant must be submitted no later 
than the payment of the issue fee and, to avoid processing delays, should preferably 
accompany the issue fee. Such submissions should be clearly labeled “Comments on 
Statement of Reasons for Allowance”. 



Conclusion 

6. Claims 1-2, 4-6, 9-16, 21-23, 29-31 and 33 are allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hope A. Robinson whose telephone number is 571-272- 
0957. The examiner can normally be reached on Monday-Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s 
supervisor, Nashaat Nashed, can be reached at (571) 272-0934. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



/Hope A. Robinson/ 

Primary Examiner, Art Unit 1652 




